Dear editor,

The rapidly expanding coronavirus disease 2019 (COVID-19) is a global health challenge and a source of anxiety amplified by the constant news stream. The mortality rate from COVID-19 is difficult to establish given the heterogeneity of reports and confounding factors such as difference in healthcare systems around the world. The occurrence of severe acute respiratory distress syndrome (ARDS) and mortality are increased in the elderly and in patients with underlying conditions such as cardiovascular disease and chronic respiratory conditions. To date, neither autoimmune diseases nor immunosuppressants appear to be risk factors for serious complications associated with COVID-19. Transplant patients taking immunosuppressants do not appear more prone for severe COVID-19.[@R1] In this unprecedented time, we must find the safest balance between protective measures by physical distancing and ensuring the best standards of care for patients with SLE.

SLE is an autoimmune disease prone to flare-ups that are linked to significant morbimortality. Immunosuppression-related infections are one of the leading causes of premature death in patients with SLE. However, there are currently no data to support a higher infection rate, an increased risk of ARDS or other serious complications related to COVID-19. One could even argue that SLE and/or its treatment can protect against the serious complications related to COVID-19. Current knowledge of the immunopathology of COVID-19 is far too limited to draw definitive conclusions, but certain hypotheses can be made on the basis of preliminary data and previous epidemics of coronavirus.

Variability in illness severity in patients with COVID-19 highlights a complex interaction between virological factors and host susceptibility. ARDS is the most frequent cause of death of COVID-19. It is related to an excessive host immune response to the virus, characterised by a cytokine storm with features of macrophage activation syndrome (MAS) and cytokine-release syndrome (CRS).[@R2] There is evidence showing that immunosuppressants and, in particular, cytokine-targeted biological and glucocorticoids can hamper the inflammatory response and improve the outcome of patients with MAS or CRS.[@R3] Currently, various clinical trials are underway to study the optimal approach to reduce the inadequate inflammatory response with immunosuppressants to prevent ARDS in COVID-19.

Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) uses the ACE 2 as a receptor for host cell entry. A recent publication suggested that the ACE2 gene is demethylated and overexpressed in T cells from patients with SLE compared with healthy controls.[@R4] Data on ACE2 expression in pulmonary epithelial cells of patients with SLE or on ACE2 gene polymorphisms in this population are lacking.

Type 1 interferons (IFNs) are cytokines that play a key role in antiviral immunity and include among others IFN-α and IFN-β. Type 1 IFN interfere with coronavirus replication in vitro. SARS-CoV, and probably also SARS-CoV-2, interfere with the host's antiviral signalling pathways, resulting in decreased production of type I IFN.[@R5] The efficacy and safety of IFN-β1 in COVID-19 are currently evaluated as part of the 'Solidarity' clinical trial. Overexpression of type I IFN is one of the characteristics of SLE and appears to be the result of genetic polymorphisms and environmental factors. One may hypothesise that the increased bioavailability of type 1 IFN in SLE promotes host defenses against SARS-CoV2 infection and provide some degree of protection against severe COVID-19 in this patient population.

Given their antiviral effect against SARS-CoV-2 in vitro, antimalarials (hydroxychloroquine and chloroquine) represent a potential adjunct treatment for patients with COVID-19 infection. Small uncontrolled or poorly controlled clinical trials have shown an antiviral effect of antimalarials in COVID19 contributing to the growing interest of the health authorities, media and general population. As a result, concerns have arisen about the availability of antimalarials for patients with SLE, for whom these drugs have been proven for a long time. Since only limited data support the use of these drugs in COVID-19, a recent document emphasised the importance of limiting their systematic use in COVID-19 and rationing the supply available for clinical trials and for patients with SLE or with other rheumatic diseases.[@R6]

During the current COVID-19 pandemic, strict measures of social distancing have been implemented and are probably the best way to limit the spread of the virus. However, since the healthcare system is overwhelmed by COVID-19 cases and regular patients are advised not to leave their confinement for elective consultation, we must remain alert to the risk of missed or delayed diagnosis of SLE flare-up. Therefore, regular monitoring should be maintained for the early detection of disease flare-up.[@R7] With the aim to reduce contact exposure, telephonic visits are a reasonable first-step screening for stable patients, nevertheless face-to-face visit should not be precluded for SLE patients with active disease potentially requiring therapeutic changes.

COVID-19 pandemic is changing our approach to clinical surveillance and management. In the absence of recommendations, we underline the importance to adapt the medical follow-up of patients with SLE on a case-by-case basis.
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